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Application/Control Number: 10/719,894 Page 2 

Art Unit: 1641 

The following is a quotation of the second paragraph of 35 U.S.C 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-12 are rejected under 35 U.S.C. § 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

In claim 1 and claims dependent thereupon, "the amount" lacks antecedent basis. 
In claim 5 and claims dependent thereupon, "the" dissociation constant and concentration 
lack antecedent basis. 

In claim 7 and claims dependent thereupon, "the" dissociation constant and concentration 
lack antecedent basis. 

In claim 9, "the saturation point" lacks antecedent basis. 

In claim 10, "the" concentration, amount, and Kd lack antecedent basis. 

In claim 1 1, "the nonspecific binding" lacks antecedent basis. 

In claim 12, "the" effective concentration lacks antecedent basis. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. § 102 that form 
the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 



Claims 1, 2, 4, and 9-12 are rejected under 35 U.S.C. § 102(b) as being clearly 
anticipated by Graham et al. (US 4,743,542). 
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Graham et al. teach increasing the dynamic range of an immunoassay and forestalling the 
hook effect by addition of unlabeled ligand binding partners to a solution containing sample and 
labeled antibodies. 

Claims 1, 2, 4, and 9-12 are rejected under 35 U.S.C. § 102(b) as being clearly 
anticipated by Neumann et al (US 6,184,042). 

Neumann et al. teach extending the measuring range of an immunoassay and reducing the 
hook effect by addition of oligomeric labeled ligand binding partners to a solution containing 
sample. 

Claims 1, 2, 4, and 9-12 are rejected under 35 U.S.C. § 102(b) as being clearly 
anticipated by Piasio et al. (US 4,098,876). 

Piasio et al. incubated sample with antibodies in solution before contacting the mixture 
with immobilized antibodies. 



The following is a quotation of the appropriate paragraphs of 35 U.S.C. § 103 which 
forms the basis for all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

(c ) Subject matter developed by another person, which qualifies as prior art only under one or more subsections 
(e), (f) and (g) of section 102 of this title, shall not preclude patentability under this section where the subject 
matter and the claimed invention were, at the time the invention was made, owned by the same person or subject 
to an obligation of assignment to the same person. 
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This application currently names joint inventors. In considering patentability of the claims under 35 U.S.C. 
§ 103, the examiner presumes that the subject matter of the various claims was commonly owned at the time any 
inventions covered therein were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 C.F.R. § 1 .56 to point out the inventor and invention dates of each claim that was not commonly owned 
at the time a later invention was made in order for the examiner to consider the applicability of potential 35 
U.S.C. § 102(f) or (g) prior art under 35 U.S.C. § 103. 

Claims 5-8 are rejected under 35 U.S.C. 102(b) as anticipated by or, in the alternative, 
under 35 U.S.C. 103(a) as obvious over any of Graham et al. (US 4,743,542) or Neumann et al. 
(US 6,184,042) or Piasio et al. (US 4,098,876), if necessary in light of applicant's disclosure. 

The teachings of Graham et al. or Neumann et al. or Piasio et al. are as set forth 
previously in this Office action. However the dissociation constant and the relative 
concentration of the ligand binding partners could not be determined from the disclosures of the 
references. Inherently, the parameters fall within the ranges as claimed based on the shifts in the 
standard curves noted in the references. If not, in light of applicant's calculations, it would have 
been implicit to have adjusted the concentration of the ligand binding partner in solution to the 
ranges as claimed to provide a usable standard curve in the methods. 

Claims 1 and 3-12 are rejected under 35 U.S.C. § 103(a) as being unpatentable over Lin 
et al. (US 2002/0037506) in view of Graham et al. (US 4,743,542) or Neumann et al. (US 
6,184,042). 

Lin et al. teach that sandwich assays using aptamers are, as antibody-based assays, 
subject to the hook effect (see ffif [0016] and [0059]). However, the reference does not teach 
methods to reduce the hook effect. 

The teachings of Graham et al. or Neumann et al. are as set forth previously in this Office 

action. 
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It would have been obvious to one of ordinary skill in the art at the time the instant 
invention was made to have reduced the hook effect in aptamer-based sandwich assays as taught 
to occur in Lin et al. with the addition of unlabeled ligand binding partner, as taught in Graham 
et al, or oligomeric ligand binding partner, as taught in Neumann et al., as was well known in 
the art. One would have had a reasonable expectation that the known methods would 
successfully reduce the hook effect and increase the measuring range of the assay regardless of 
the nature of the ligand binding partner in view of the comparability of aptamer-based and 
antibody-based sandwich assays taught in Lin et al. 

Thus, the claimed invention as a whole was clearly prima facie obvious, especially in the 
absence of evidence to the contrary. 

The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure. 

Cragle et al. (US 4,595,661) teach adding labeled, immobilized, or soluble third 
antibodies of a lower affinity for antigen than the first and second antibodies to reduce the hook 
effect. 

Kinzler et al. (Mol. Cell. Biol. 10: 634, 1990) reduced the amount of a first analyte 
(antibodies) capable of binding to an immobilized first capture reagent (Cro-P-galactosidase) by 
reaction with the capture reagent (see page 635, col. 1). 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James L. Grun, Ph.D., whose telephone number is (571) 272- 
0821. The examiner can normally be reached on weekdays from 9 a.m. to 5 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Long Le, SPE, can be contacted at (571) 272-0823. 

The phone number for official facsimile transmitted communications to TC 1600, Group 
1640, is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application, or requests to 
supply missing elements from Office communications, should be directed to the Group 
receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



James L. Grun, Ph.D. 
September 25, 2006 




LONG V. LE 
SUPERVISORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 



